REMARKS 

Claims 12-17 are pending and stand rejected as obvious over Pines et al., 
W098/34617 (" Pines "). Claims 12-17 are directed to a method for treating a stricture and 
further, to methods for treating urethral strictures. According to the Examiner, Pines teaches a 
method for administering halofiiginone topically and to passageways, and one of ordinary skill 
in the art would have been motivated to use the topical administration to any passageway, 
including, for example, the urethra, to treat urethral strictures. The Examiner also contends that 
Pines 's teaching of inhibition of scar formation in the kidney would cause one of ordinary skill 
in the art to envision treatment of the urethral stricture by intraurethral administration. 
Applicants respectfully disagree. 

The instant application teaches local administration of quinazolinones such as 
halofiiginone to treat strictures. Specifically, it teaches that injecting halofiiginone directly into 
the urethra following injury prevents stricture formation. Pines neither teaches nor suggests 
local administration for treatment of urethral strictures. The topical application of 
halofiiginone described in Pines is distinct from the local administration in the instant 
application. As indicated by the Examiner, topical application refers to application to the 
surface of the body, including to the surface of body passageways. Local administration, as is 
taught in the current application, in contrast, involves injecting halofiiginone locally into the 
urethra. Example 4 of the present application demonstrates that local administration of 
halofiiginone decreased collagen levels and prevented the urethral lumen from filling with 
collagen, a process that is integral to stricture formation. As Pines does not teach injection of 
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halofuginone for its direct application, and in fact, for reasons discussed in our response of May 
24, 2005, teaches away from it, it cannot render the present invention obvious. 

Applicants also traverse the Examiner's unfounded assertion that it would have 
been obvious to one of skill in the art to treat a urethral stricture with halofuginone because 
Pines teaches that halofuginone inhibits scar formation in the kidney. The urethral tissue is 
structurally quite distinct from the kidney (see attached, Exhibit A, pgs. 1269-1297, 1299-1300, 
Gray's Anatomy, Thirty-ninth Edition, 2005). Pines , in fact, teaches that the effectiveness of 
halofuginone in preventing adhesions in the abdominal cavity, cannot be predicted, per se, 
based on its known effects on collagen: 

[A]bdominal tissue has multiple layers. These layers include 
many different types of cells. However, none of these cells 
normally synthesize collagen. Instead, the mechanism of 
adhesion formation requires a complex interaction requires a 
complex interaction between fibrin, fibroblasts and the tissue 
of the peritoneum. It is not obvious that simply inhibiting 
one portion of this interaction would be successful in 
preventing the formation of adhesions. . . . 

Pg. 6, line 29-33. Thus, the success of halofuginone in treating scar formation in the kidney 
does not render obvious its effectiveness in treatment of urethral strictures because the effect of 
halofuginone on the structural elements of the urethra cannot be predicted from the observed 
effects of halofuginone on the very different structural elements of the kidney. Thus, Pines 
does not provide the skilled worker with a reasonable expectation that halofuginone would be 
effective in treating urethral strictures. Pines, therefore, does not render obvious the claimed 
invention. 
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For the above reasons, applicants request that the Examiner withdraw the 



outstanding rejections and grant allowance to the pending claims. 
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